TOM-independent complex formation of Bax and Bak in mammalian mitochondria during TNFalpha-induced apoptosis.
The Bcl-2 family proteins Bax and Bak are activated in response to many apoptotic stimuli. As a consequence of activation, Bax and Bak oligomerize and permeabilize the outer mitochondrial membrane to permit the release of apoptosis-inducing factors. It still remains unclear whether these proteins require components of the mitochondrial protein import machinery for their function at the mitochondria. Here, we addressed this question by using inducible RNA interference for the study of protein import in mammalian mitochondria. After induction of apoptosis, we could not detect any impact of the absence of Tom22, Tom70, Tom40, Sam50 or metaxins on the translocation of Bax and formation of Bax and Bak complexes in mitochondria. In in vitro import studies, loss of these import and assembly proteins had no or only slight effect on the formation of complexes by radiolabeled Bax and Bak. We conclude that the import and assembly machineries of mammalian mitochondria have no impact on the translocation and complex assembly of Bax and Bak upon apoptosis induction.